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[wherein Rl = Me, Et, cyclopropyl, Pr, iso-Pr, or cyclobutyl; R2 = H, F, CI, 
alkyl, cycloalkyl, or CF3; R3 = H or Me, R4 = H, Me, or Et; Q = 
l-oxido-4-quinolinyl or l-oxido-5-quinolinyl] or pharmaceutical ly acceptable 
salts thereof, comprising oxidation of the corresponding diazepine derivs. under 
phase- transfer conditions. For example, I (Rl = Et; R2 and R3 = H; R4 = Me; Q 
= 4-quinolinyl) was treated with OXONE in CH2C12 /water in the presence of 
tetrabutylammonium hydrogensulf ate and acetone to give I (Rl = Et; R2 and R3 = 
H; R4 = Me; Q = l-oxido-4 -quinolinyl) with 99.3% purity. The title compds . are 
effective inhibitors of HIV reverse transcriptase (no data) . 

REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



= > DIS LI 2- I ALL 

YOU HAVE REQUESTED DATA FROM 3 ANSWERS - CONTINUE? Y/ (N) : Y 
THE ESTIMATED COST FOR THIS REQUEST IS 9.21 U.S. DOLLARS 



229 



DO YOU WANT TO CONTINUE WITH THIS REQUEST? (Y)/N:Y 



LI ANSWER 2 OF 4 HCAPLUS COPYRIGHT 2 006 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
ENTRY DATE: 
TITLE : 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

INT. PATENT CLASSIF.: 
MAIN: 
SECONDARY : 
US PATENT CLASSIF.: 
CLASSIFICATION: 
FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005 : 1078236 HCAPLUS 
143:353310 

Entered STN: 07 Oct 2005 

Crystalline forms of 5, ll-dihydro-ll-ethyl-5-methyl-8- 
{2-{ (l-oxido-4-quinolinyl) oxy } ethyl } -6H-dipyrido [3, 2- 
b:2 f ,3'-e] [l,4]diazepin-6-one and methods for 
preparation 

Busacca, Carl A.; Cerreta, Michael; Varsolona, 

Richard; Smoliga, John; Lorenz, Jon; Vitous, Jana 

Boehringer Ingelheim International G.m.b.H., Germany 

U.S. Pat. Appl. Publ., 12 pp. 

CODEN: USXXCO 

Patent 

English 

A61K031-551 
C07D487-14 

514220000; 540495000 
63-5 (Pharmaceuticals) 
1 



PATENT NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 




US 2005222134 




Al 




20051006 




US 2005-83401 




20050318 


WO 2005097796 




A2 




20051020 




WO 2005-US9655 




20050323 


WO 2005097796 




A3 




20060105 


















W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, EE, 


EG, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


is, 


JP, KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, MN, 


MW, 


MX, 


MZ, 


NA, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, SD, 


SE, 


SG, 


SK, 


SL, 


SM, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, UZ, 


vc, 


VN, 


YU, 


ZA, 


ZM, ZW 


RW: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IS, 


IT, LT, 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 






















PRIORITY APPLN. 


INFO, 














US 2004-559354P 




P 20040402 


PATENT CLASSIFICATION CODES: 

























PATENT NO. 



CLASS PATENT FAMILY CLASSIFICATION CODES 



US 2005222134 



ICM 
ICS 
INCL 
IPCI 



A61K031-551 
C07D487-14 

514220000; 540495000 

A61K0031-551 [ICM, 7]; C07D0487-14 [ICS, 7]; C07D0487-00 
[ICS,7,C*] 

A61K0031-551 [I, A]; A61K0031-551 [I,C*]; C07D0487-00 
[I,C*]; C07D0487-14 [I, A] 
514/220.000 

C07D471/14+245B+221B+221B 

C07D0471-14 [ICM, 7]; C07D0471-00 [ICM,7,C*]; 
A61K0031-551 [ICS, 7]; A61P0031-18 [ICS, 7]; A61P0031-00 
[ICS,7,C*] 

A61K0031-551 [I, A]; A61K0031-551 [I,C*]; C07D0471-00 
[I,C*] ; C07D0471-14 [I, A] 
ABSTRACT: 

The present invention comprises the discovery of a dihydrate crystalline form of 
5, ll-dihydro-ll-ethyl-5-methyl-8-{2-{ (l-oxido-4 -quinolinyl) oxy}ethyl } 



WO 2005097796 



IPCR 

NCL 

ECLA 

IPCI 



IPCR 



229 



-6H-dipyrido[3,2-b:2 ' , 3 • -e] [1 , 4] diazepin-6-one, which is thermodynamically or 
kinetically favored at temps, and humidity's that are most likely to be 
encountered upon storage of drug substance or drug product and thus 
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these, which is designated as anhydrous Form III (AF III), has demonstrated phase 
stability at some tested ambient conditions, which indicates that it is 
pharmaceutical ly acceptable, and biol . testing has shown that it leads to 
higher plasma levels than are attainable using other crystalline forms of the drug. 
Thus, the invention further includes anhydrous Form III of 5 , ll-dihydro-ll-ethyl-5- 
methyl-8- {2-{ (l-oxido-4 -quinolinyl) oxy} ethyl } -6H-dipyrido [3 , 2-b : 2 1 , 3 1 - 
e] [1, 4] diazepin-6-one and methods for its manufacture 
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C07D [ICM,7]; A61K [ICS, 7]; A61P [ICS, 7] 
C07D0471-00 [I,C*]; C07D0471-14 [I, A] 
C07D471/14+243B+221B+221B; C07D471/14+243+22 1+22 1 
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ABSTRACT : 

Compds. of formula I [R2 = H, F, CI, (Cl-4) alkyl, (C3-4) cycloalkyl, CF3; R4 = 
H, Me; R5 = H, Me, Et; R4 and R5 are not both Me, and if R4 is Me then R5 
cannot be Et; Rll = Et, cyclopropyl, Pr, iso-Pr, isobutyl; Q = 4- or 
5-quinolinyl or their 1-oxides] are prepared as inhibitors r of HIV reverse 
transcriptase, wild- type and several mutant strains. Thus, II was prepared in 
several steps from 2 -chloro-3 -nitropyridine , ethylamine, 5 -bromo-2 -chloro-3 - 
pyridinecarbonyl chloride and 4 -hydroxyquinoline . II was shown to inhibit 
wild-type and mutant strains of reverse transcriptase in assays. 
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□ 1- AEGiS-05CROI: Ritonavir fRIT) pharmacokinetics (PK) during combination therapy with 
delavirdine (DLV). r6Ki 
Feb 1998 

...Retroviruses and Opportunistic Infections Chicago, IL - February 1.-5, 1998 Ritonavir 
(RIT) pharmacokinetics (PK) during combination therapy with delavirdine (DLV). Conf 
Retroviruses Opportunistic Infect 1998 Feb 1-5 5th:143 (abstract no. 343) Morse GD... 
more hits from [http://www.aegis.com/conferences/CROI/1998/343.html] 
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□ 2. 



Incidence of and risk factors for severe hepatotoxicity associated with antiretroviral 
combination therapy. 

Ferdinand W N M Wit / Gerrit Jan Weverling / Jan Weel / Suzanne Jurriaans / 
Joep M A Lange, J Infect Dis, Jul 2002 

This retrospective cohort study investigated whether particular antiretroviral agents are 
associated with a higher risk for developing grade 4 liver enzyme elevations (LEEs) in 
patients with human immunodeficiency virus (HIV) type 1 infection who are... 
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Recurrent ingrown toenails secondary to indinavir/ritonavir combination therapy. 

C W James / K C McNelis /DM Cohen / S Szabo / A K Bincsik, Ann Pharmacother, 

Jul 2001 

...indinavir/ritonavir (IDV/RTV) combination therapy. CASE SUMMARY: The 
median. ..elected to maintain IDV/RTV combination therapy. Two patients 
experienced... receiving ongoing IDV/RTV combination therapy. DISCUSSION: IGTN 
and paronychia... 
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□ 4. COMBINATION THERAPY FOR THE TREATMENT OF AIDS ^ 
VACCA, Joseph, P. / LIN, Jiunn, H. / YEH, Kuang, C. / CHODAKEWITZ, Jeffrey, Unc 
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A. / DEUTSCH, Paul, J. / JU, William, D. / MERCK & / CO., INC., EUROPEAN Nir| 
PATENT, Oct 2000 Adv 
...present invention provides combination therapy for the treatment of HIV. ..the p 
invention to provide a combination therapy which lowers HIV viral levels. ..Zidovudine ^ 
and Lamivudine. This combination therapy is a method to enhance the... DisI 
Full text available at patent office. For more in-depth searching go to #"LexisNexis- pro 
view all 5 results from Patent Offices ,arQ 
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□ 5. Response to two consecutive protease inhibitor combination therapy regimens in a cohort 

of HIV-l-infected children. 

Gerardo C Palacios / Veronica L Palafox / Maria T Alvarez-Mufioz / Guillermo 
Vazquez / Guadalupe Miranda / Onofre Munoz / Fortino Solorzano, Scand J Infect 
Dis, Feb 2002 

The response to 2 consecutive protease inhibitor (PI) combination regimens was 
evaluated in a cohort of HIV-l-infected children. Twelve children, most of whom had 
been heavily treated, received a 3-drug treatment: saquinavir in hard gelatin capsules... 
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□ 6. Duration and predictors of CD4 T-cell gains in patients who continue combination therapy 

despite detectable plasma viremia. 

Steven G Deeks / Jason D Barbour / Robert M Grant / Jeffrey N Martin, AIDS, Jan 
2002 

BACKGROUND: Sustained elevations in CD4 cell counts commonly occur despite 
incomplete viral suppression with protease inhibitor-based a nti retroviral therapy. 
OBJECTIVES: To determine the incidence and risk factors associated with return of CD4 
cell... 
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□ 7. An open-label randomized trial to evaluate different therapeutic strategies of combination 
therapy in HIV-i infection:. .. 

Initio Co-ordinating Committee, Control Clin Trials, Apr 2001 
This article discusses the design of an ongoing open-label, randomized trial comparing 
three strategies of initial and subsequent HIV therapy in terms of long-term 
immunological and virological effect. The three treatment arms are (1) didanosine 
(ddl)... 
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□ 8. Efficacy and safety of twice daily first-line ritonavir/indinavir plus double nucleoside 
combination therapy in HIV-infected... 

J K Rockstroh / F Bergmann / W Wiesel / A Rieke / A Thiesen / G 
Fatkenheuer / M Oette / (...) / H Knechten, AIDS, Jun 2000 

...lamivudine (38%) or stavudine/didanosine (13%) plus ritonavir 400 mg twice daily and 
indinavir 400 mg twice daily combination therapy. CD4 cell counts and HIV RNA were 
determined at weeks 0, 4, 8, 12, 16, 20, and 24. Statistical analysis was performed... 

MEDLINE/PubMed Citation on Pubfejed 
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□ 9. Safety, tolerability, and a nti retroviral effects of ritonavir-nelfinavir combination therapy 
administered for 48 weeks. 

C P Raines / C Flexner / E Sun / M Heath-Chiozzi / R H Lewis / C Fields / C 
Deetz / (...) / 3 E Gallant, J Acquir Immune Defic Syndr, Dec 2000 
OBJECTIVE: To evaluate the safety, tolerability, and anti-HIV activity of ritonavir- 
nelfinavir (RTV-NFV). DESIGN: Single-site, open-label, nonrandomized, multiple-dose 
trial of RTV combined with two doses of IMFV in protease inhibitor (Pl)-naive,... 
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□ 10. Ritonavir combination therapy restores intestinal function in children with advanced HIV 
disease. 

R B Canani /MI Spagnuolo / P Cirillo / A Guarino, J Acquir Immune Defic Syndr, 
Aug 1999 

...and after treatment with combination therapy that includes ritonavir. To test the 
hypothesis that combination therapy improves intestinal function. ..months after 
institution of combination therapy. Mean results of each of... 
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□ 11, Clinical efficacy of protease inhibitor based antiretroviral combination therapy— a 
prospective cohort study. 

B Salzberger / J Rockstroh / U Wieland / C Franzen / A Schwenk / A Jutte / P 
Hegener / (...) / G Fatkenheuer, Eur J Med Res, Nov 1999 
...suppression) and PI used (Saquinavir vs. Indinavir or Ritonavir, RR 2.7). 
CONCLUSIONS: Virological failure of PI based combination therapy is common and 
associated with advanced HIV-infection. Clinical failure is associated with advanced HIV- 
infection... 
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12. Ritonavir and saquinavir combination therapy for the treatment of HIV infection. 

D W Cameron / A J Japour / Y Xu / A Hsu / J Mellors / C Farthing / C Cohen / 
(...) / E Sun, AIDS, Feb 1999 

OBJECTIVE: To evaluate the safety and antiretroviral activity of ritonavir (Norvir) and 
saquinavir (Invirase) combination therapy in patients with HIV infection. DESIGN: A 
multicenter, randomized, open-label clinical trial. SETTING: Seven HIV... 
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□ 13. Virtual inhibitory quotient predicts response to ritonavir boosting of indinavir-based 
therapy in human immunodeficiency... 

Nancy Shulman / Andrew Zolopa / Diane Havlir / Ann Hsu / Cheryl Renz / 
Sheila Boiler / Ping Jiang / (...) / Eugene Sun, Antimicrob Agents Chemother, Dec 
2002 

...before the switch and 3 weeks after the switch. Combination therapy increased the 
indinavir predose concentrations... concentration in plasma achieved with indinavir- 
ritonavir combination therapy, was the best predictor of a viral load reduction... 
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□ 14. Crixivan. Norvir combination therapy studied. 
W Strain, Posit Living, Apr 1999 

Drug Interactions; Drug Therapy, Combination; HIV Infections; HIV Protease Inhibitors; 
Humans; Indinavir; Ritonavir 
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□ 15. Application for Inclusion of indinavir/low dose ritonavir on WHO Mo del List of E rword-il3Ki 

May 2002 

;..to IDV in full doses. It is less clear whether combination therapy is associated with 
less toxicity than full dose. ..Fund, it aims to have 7,000 patients on triple combination 
therapy by the end of 2007. At the end of 2001, an estimated... 
[http://www.who.int/medicines/organization/par/edl/indi...] 
similar results 

□ 16. Norvir - Special Populations ri4Ki 

Oct 2002 

...are no controlled or adequate studies of Norvir combination therapy taken by 
pregnant women. Norvir should only be. ..by breastmilk. The safety and benefits of Norvir 
combination therapy has been determined in children between the ages... 
more hits from [http://www.hivandhepatitis.com/hiv_and_aids/norvir_pop...] 
similar results 

□ 17. [Experiences with antiretroviral combination theraovl 

^ U S Justesen / L H Mygind / S S Pedersen / C Pedersen, Ugeskr Laeger, Mar 1999 
The purpose of the study was to evaluate the efficacy of treating of HIV infected patients 
with two nucleoside analogues and one protease inhibitor in clinical practice. Sixty-one 
patients were included and followed with respect to plasma HIV-RNA, CD4... 
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□ 18. High rebound of plasma and cellular HIV load after d iscontinuation of triple combination 

therapy. 

V Jubault / M Burgard / E Le Corfec / D Costagliola / C Rouzioux / 3 P Viard, 

AIDS, Dec 1998 

Adult; Anti-HIV Agents; CD4 Lymphocyte Count; DNA, Viral; Dideoxynucleosides; Drug 
Therapy, Combination; HIV Infections; HIV Protease Inhibitors; HIV-1; Humans; 
Indinavir; Leukocytes, Mononuclear; Male; Middle Aged; RNA, Viral; Reverse 
Transcriptase Inhibitors; Ritonavir; Viral Load 
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□ 19. Combination therapy containing ritonavir plus saquinavir has superior short-term 

antiretroviral efficacy: a randomized trial. 

O Kirk / T L Katzenstein / J Gerstoft / L Mathiesen / H Nielsen / C Pedersen / J 
D Lundgren, AIDS, Jan 1999 

OBJECTIVES: To compare the efficacy and safety of indinavir 800 mg three times a day, 
ritonavir 600 mg twice a day, and a combination of ritonavir 400 mg twice a day and 
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saquinavir 400 mg twice a day, when administered with two nucleoside analogues.... 
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jF] 20. Combination therapy with indinavir, ritonavir, and delavirdine and nuc leoside reverse 
" transcriptase inhibitors in patients... 

M Grodesky / E P Acosta / N Fujita / S Mason / J G Gerber, HIV Clin Trials, May 

2001 

PURPOSE: Ritonavir (RTV) and delavirdine (DLV) are inhibitors of cytochrome P450 (CYP) 
3A4, the specific CYP that metabolizes indinavir (IDV). We hypothesized that patients 
who have failed multiple therapies containing protease inhibitors would still... 
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□ 1- AEGiS-OSCROI: Ritonavir (RIT) pharmacokinetics (PK) during combination therapy with " s 

delavlrdine (DLV). [6K] 
Feb 1998 

...February 1-5, 1998 Ritonavir (RIT) pharmacokinetics (PK) during combination 
therapy with delavirdine (DLV). Conf Retroviruses Opportunistic... approximately 70%, 
presumably though inhibition of RIT oxidative metabolism. These data provide a 
rationale for a lower dose of RIT... 

more hits from [http://www.aegis.com/conferences/CROI/1998/343.html] 
similar results 

□ 2. COMBINATION THERAPY FOR THE TREATMENT OF AIDS 

^ VACCA, Joseph, P. / LIN, Jiunn, H. / YEH, Kuang, C. / CHODAKEWITZ, Jeffrey, 
A. / DEUTSCH, Paul, J. / JU, William, D. / MERCK & / CO., INC., EUROPEAN 
PATENT, Oct 2000 

...invention provides combination therapy for the treatment... invention to provide a 
combination therapy which lowers HIV...Lamivudine. This combination therapy is a 
method to enhance... due to extensive metabolism by CYPIIIA4 prior... 
Full text available at patent office. For more in-depth searching go to #"LexteNexis* 
view all 4 results from Patent Offices 
similar results 

□ 3. Pharmacy Key, May 1996 niKl 

Jun 1998 

...zidovudine and zalcitabine as triple combination therapy does not effect the 
absorption, metabolism or elimination of any of these drugs. ..zalcitabine or zidovudine 
as part of combination therapy are 0.75 mg TID and 200 mg TID, respectively... 
[http://www2.kumc.edU/druginfo/pharmkey/PharmKeyMay96.h...] 
similar results 

□ 4. Application for Inclusion of indinavir/low dose ritonavir on WHO Model List of E rword-ii3Ki 

May 2002 

...activity, but because it inhibits the metabolism of indinavir. This is sometimes 
known. ..full doses. It is less clear whether combination therapy is associated with less 
toxicity than. ..aims to have 7,000 patients on triple combination therapy by the end of 
2007. At the end of... 
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[http://www.who.int/medicines/organization/par/edl/indi...] 
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□ 5. In-vitro and in-vivo pharmacokinetic interactions of amprenavir. an HIV protease 

inhibitor, with other current HIV protease... 

Nobuhito Shibata / Weihua Gao / Hiroyuki Okamoto / Tomoyuki Kishida / 
Yukako Yoshikawa / Kanji Takada, J Pharm Pharmacol, Feb 2002 
...was 0.67, indicating that amprenavir metabolism in rat liver microsomes was 
strongly. ..other interaction processes besides metabolism in the liver. However, these 
results. ..of AIDS patients when they receive a combination therapy with two kinds of 
HIV protease inhibitor... 

MEDLINE/ PubMed Citation on Pub^)€Kt 

view all 5 results from MEDLINE/PubMed 
similar results 

□ 6. Table I rpDF-370Ki 

Mar 2002 

It is emphasized that concepts relevant to HIV management evolve rapidly. The Panel 
has a mechanism to update recommendations on a regular basis, and the most recent 
information is available on the HIV/AIDS Treatment Information Service website 
(http://www.hivatis.org). 

more hits from [http : //stoph i v. pitt. edu/news_events/pdfs/Feb4_2002_0 1 .... ] 
similar results 

□ 7. RR5107-Front Cover.p65 rPDF-305Kl 

May 2002 

Guidelines for using anti retroviral agents among HIV-infected adults and adolescents: 
recommendations of the Panel on Clinical Practices for Treatment of HIV. MMWR 2002;51 
(No. RR- 7): [inclusive page numbers]. 
[http://www.cdc.gov/MMWR/PDF/rr/rr5107.pdf] 
similar results 

□ 8. JOURNAL 7/02/YE5 TPDF-144K1 

Dec 2002 

...Syndr 200229:340-345. Combination therapy with indinavir, ritonavir... the CYP3A4- 

mediated metabolism of protease inhibitors. ..inducer of delavirdine metabolism: A 

steady state pharmacokinetic. ..induction of its own metabolism. Efavirenz has 

an. ..continued Pi-based combination therapy or were switched from... 

more hits from [http://www.hawaii.edu/hivandaids/ARV%20Drug%20Monograp...] 

similar results 

□ 9. NO Title TPDF-92K1 

Aug 2002 

...ritonavir inhibits the CYP3A-mediated metabolism of lopinavir, thereby providing 
increased. ..metabolized by CYP3A. Ritonavir inhibits the metabolism of lopinavir, 
thereby increasing the... volunteers and HIV-positive patients. Metabolism: In vitro 
experiments with human hepatic... 

more hits from [http://www.fda.gov/cder/foi/label/2002/21251se8004lbl....] 
similar results 

□ 10. D.99Julv NL 12pq.ORK TPDF-73K1 

Sep 1999 

...The Hopkins HIV Report July 1999 Combination therapy for HIV infection can reduce 
viral. ..in patients who are doing well on combination therapy. This mechanism involves 
the establishment.. .these cells, even in patients on combination therapy who have no 
detectable plasma virus... 

[http://hopkins-aids.edu/publications/report/nl_99July...] 
similar results 
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□ Mar 2002 

...absorption, transport, distribution, metabolism, or excretion of a drug. In 
therapy... They may involve alterations in drug metabolism mediated by the cytochrome 
P-450 sys...and each of these drugs may alter the metabolism of other a nti retroviral 
and concomitantly... 

more hits from [http://www.ecu.edu/intmedresidency/currentresidents/Re...] 
similar results 

□ 12. Drug interactions/P450 

Shapiro, L.E. / Shear, N.H., Current Problems in Dermatology, May 2001 
...villi and can account for first-pass metabolism of many drugs. These heme- 
containing...An increased understanding of drug metabolism is solving much of the 
mystery behind... 3A4. When a drug is administered, its metabolism via a cytochrome 
may result in another... 

Published journal article available from *e<«*c« <§5di«««y 

view all 14 results from ScienceDirect 
similar results 

□ 13- PIP23draft-final fPDF-i57Ki 

Feb 2001 

...well. If this is your experience, the message is clear: as long as you're fol- lowing the 
general "rules" about 3-drug combination therapy, just keep doing what you're doing. 
If you're one of the lucky few who at least temporarily achieve "un- detectable" viral... 
[http://www.projinf.org/pdf/pip23.pdf] 
similar results 

□ 14. In vitro evidence of inhibition of mitochondrial protease processing by HIV-1 protease 

inhibitors in yeast: a possible... 

Mukhopadhyay, A. / Wei, B. / Zullo, S J. / Wood, L.V. / Weiner, H., Mitochondrion, 
Oct 2002 

...involved in the regulation of lipid metabolism ( Carr et al., 1998a, b ). Since 
lipodystrophy... the introduction of Pis as part of combination therapy for HIV infection, 
it was initially. ..mitochondrial function such as respiration or metabolism, although 
preliminary experiments in... 

Published journal article available from •ci«nc« ^oimct 

view all 14 results from ScienceDirect 
similar results 

□ 15. Evolutionary Analysis of HIV - 1 Protease Inhibitors : TPDF-48K1 

Sep 2002 

Evolutionary Analysis of HIV-1 Protease Inhibitors: Methods for Design of Inhibitors That 
Evade Resistance Daniel Stoffler, Michel F. Sanner, Garrett M. Morris, Arthur J. Olson, 
and David S. 

[http://www.scripps.edu/~stoffler/publ/PDF/Coev2002.pdf] 
similar results 

□ 16. 2002-A5.PDF TPDF-182K1 

Oct 2002 

Copyright Aid for AIDS (Pty) Ltd 2002 No part of this book may be reproduced or 
transmitted in any form or by any means, electronic or mechanical, including 
photocopying, recording or by any information storage or retrieval system without prior 
permission in writing from the Aid for AIDS programme. 
[http://www.weforum.org/pdf/Initiatives/GHI_HIV_DCSA_Ap...] 
similar results 

□ 17. Simultaneous determination of indinavir, ritonavir and lopinavir (ABT 378) in human 

plasma by high-performance liquid... 

Ray, J. / Pang, E. / Carey, D., Journal of Chromatography B, Analytical Technologies in 
the Biomedical and Life Sciences, Aug 2002 

...inhibits the cytochrome3A-mediated metabolism of LOP leading to an increase in 
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plasma. ..Potentials coadministered drugs used in combination therapy with INV, RTV 
and LOP, including HIV-reverse.. .variability in drug absorption, distribution, metabolism 
and excretion. Drug dose is a poor... 

Published journal article available from *ci««c» ^dihict 

view all 14 results from ScienceDirect 
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□ 18. Antiretroviral drug toxicity - a challenge for the hepatoloaist? 

Spengler, U- / Lichterfeld, M. / Rockstroh, J.K., Journal of Hepatology, Feb 2002 
...liver, particularly when fatty acid metabolism is also blocked due to the 
mitochondrial. ..it soon became evident that NRTI combination therapy carries a 
considerable risk of causing. ..agent in patients on antiretroviral combination therapy 
[35,36] . Didanosine seems to be particularly... 
Published journal article available from »c»8ncc^oiroct 
view all 14 results from ScienceDirect 
similar results 

□ 19. JOURNAL 7/02 TPDF-263K1 

Aug 2002 

Zuniga SR VICE PRESIDENT/COS Michael S. Glass CONTROLLER Harry J. Snyder 
INTERNATIONAL ASSOCIATION OF PHYSICIANS IN AIDS CARE Southern Africa Regional 
Office Johannesburg, South Africa INTERIM EXECUTIVE DIRECTOR Mulamba Diese 
DEPUTY DIRECTOR TBA IAPAC MONTHLY EDITOR-IN-CHIEF Jose M. 
[http://www.thebody.org/iapac/pdfs/jul02.pdf] 
similar results 

□ 20. Pharmacokinetic interactions between HIV-1 protease inhibitors in rats: study on 

combinations of two kinds of HIV-1 protease... 

N Shibata / Y Matsumura / H Okamoto / Y Kawaguchi / A Ohtani / Y 
Yoshikawa / K Takada, J Pharm Pharmacol, Oct 2000 
...in-vitro data, suggesting the presence of other interaction processes besides 
metabolism in the liver. These results provide useful information for the treatment of 
AIDS patients receiving combination therapy with two HIV-1 protease inhibitors. 
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Drug interactions/P450 

Shapiro, L.E. / Shear, N.H., Current Problems in Dermatology, May 2001 
...ketoconazole inhibits cyclosporine metabolism), chemicals (dioxin is an 
inducer of CYP3A4, and a food such as grapefruit juice is an inhibitor of 
CYP3A4 metabolism), and the environment (cigarette... propensity to 
cause arrhythmias. Grapefruit juice caused QT prolongation in 
patients... Astemizole (Hismanal) undergoes extensive metabolism to 
active metabolites, and, as is... 
Published journal article available from 
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Update: Clinically Significant Cytochrome P-450 Drug Int eractions [PDF-131K] 
Mar 2001 

...inhibition and induction, microsomal drug metabolism is affected by 
genetic polymorphisms... cause arrhythmias.9 Fresh or frozen grapefruit 
juice inhibits CYP3A4 enzymes found. ..effects. 5254 Inhibition of terfenadine ! All of the words 
metabolism with quantifiable levels of the terfenadine... were reported in 
patients ingesting grapefruit juice 240 ml concomitantly with terfenadine... 
[http://otc.isu.edu/~hurley/cyp450.pdf] 
similar results 

032901 Interactions among Drugs for HIV and Opportunistic [PDF-77K] 
Mar 2002 

...CYP3A4 may alter intestinal or hepatic metabolism of other drugs. The 
20-fold increase. ..inhibi- tion of CYP3A4 at both sites. 20 Grapefruit juice 
con- tains various substances that inhibit CYP3A4-medi- ated metabolism 
only in the wall of the gut, mainly. ..ing concomitant administration of 
grapefruit juice. 11 However, grapefruit juice... 
[http://www.ecu.edu/intmedresidency/currentresidents/Re...] 
similar results 

Table I [PDF-370K] 
Mar 2002 

It is emphasized that concepts relevant to HIV management evolve rapidly. 
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The Panel has a mechanism to update recommendations on a regular basis, 
and the most recent information is available on the HIV/ AIDS Treatment 
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